Eccrine syringofibroadenoma (ESFA) is a rare benign cutaneous adnexal lesion characterized by a hyperplastic epithelium and eccrine ductal differentiation. In the present case, a 73-year-old Korean male presented with symmetrical numerous widespread, pinkish nodules with a cobblestone appearance over both legs for 2 years. He had a history of generalized erythematous scaly patches over his entire body for 20 years. On histopathologic findings, diagnosis of ESFA was confirmed. Our unusual and interesting case emphasizes the first report described one case in which multiple cobblestone like ESFAs arising from long-standing exfoliative dermatitis. (Ann Dermatol 28(6) 765∼768, 2016) 
INTRODUCTION
Eccrine syringofibroadenoma (ESFA) is an uncommon benign cutaneous adnexal lesion characterized by a hyperplastic epithelium and eccrine ductal differentiation that predominantly occurs in patients older than 40 years. It has a strikingly polymorphous clinical presentation ranging from a solitary papule or nodule to multiple lesions with a linear arrangement; the latter is often referred to as eccrine syringofibroadenomatosis 1 . Although ESFA has a variable clinical presentation, the histological findings are unique 2 . It is characterized as a distinct tumor composed of proliferating, anastomosing cords of monomorphous epithelial cells harboring eccrine ductal formations admixed within an inflammatory fibrovascular stroma. Due to clinical polymorphism, it is still unclear whether ESFA is a neoplasm, hamartoma, or reactive eccrine hyperplasia 3 . We describe an unusual and interesting case in which multiple cobblestone like ESFAs occurred in the setting of chronic exfoliative dermatitis.
CASE REPORT
A 73-year-old Korean male presented to our dermatologic clinic with generalized erythematous scaly patches over his entire body for approximately 20 years. His medical history was significant for diabetes mellitus and hypertension, and there was no family history of similar skin lesions. Physical examination revealed symmetrical numerous widespread, pinkish nodules with a cobblestone appearance over both legs for 2 years (Fig. 1 ). There was no trauma history over the lower extremities. Laboratory findings, including blood urea nitrogen, creatinine, urine protein, fasting glucose, and total cholesterol level were mildly elevated due to his diabetes mellitus. Punch biopsies from two different lesional sites (patch and nodule) were performed. Histopathological examination of the patchy lesion revealed acanthosis and hyperkeratosis with exfoliation and perivascular inflammatory infiltration in the superficial dermis ( Fig. 2A) , consistent with exfoliative dermatitis. A histopathological examination of the nodular lesion showed reticular, thin anastomosing strands of uniform cuboidal epithelial cells growing into the dermis with epithelial cords embedded in a fibrovascular stroma (Fig. 2B ). Given this information, the diagnosis of ESFA was made. In a causal relationship, we suggest ESFA resulted from epidermal remodeling of exfoliative dermatitis because lesions were distributed broadly and symmetrically, and the erythroderma observed over the lower extremities was more severe than that at other sites, resulting in transmutable damage in the epidermis. Here we suggest first report described one case arising from long-standing exfoliative dermatitis. The pathologies are characterized by repetitive damage and regrowth of skin structures within affected sites and suggest that ESFA in the vicinity occur as a consequence of recurrent eccrine ductal lesions. Indeed, eccrine ductal proliferation as a consequence of prior ductal disruption is a common response observed during wound healing and in inflammatory or neoplastic skin disorders 9 . In addition, the increased mast cells observed in several of these cases 10, 11 are a characteristic feature of healing wounds and also suggest that ESFA may be a response of the eccrine duct to ongoing tissue remodeling. The histological presentation of ESFA is unique, and the ultrastructural and immunohistochemical features reported in the literature support acrosyringeal 11 or intradermal eccrine duct differentiation 12, 13 . However, because of the clinical polymorphism, it is still unclear whether ESFA is a neoplasm, hamartoma, or reactive eccrine hyperplasia. In immunohistochemical studies, cytokeratin expression in ESFA has stressed the pathogenic role of dysregulated differentiation 12 . ESFA epithelium appears to have undergone differentiation toward the eccrine excretory portion, with broad bands and thin strands exhibiting a similar staining pattern to the acrosyringium-dermal duct junction and dermal duct proper, respectively 12 . Saggini and Mully
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suggested that Pleckstrin homology-like domain, family A, member 1 protein (PHLDA-1), an anti-apoptotic protein expressed by hair follicle bulge keratinocytes, is expressed by the basal layer of ESFA strands and cords. Increased level of PHLDA-1 has been demonstrated in the hyperplastic epithelial networks of fibroepithelioma of Pinkus (which resembles that of ESFA) and the basal layer of the junction between the acrosyringium and eccrine dermal duct 15 .
In some reports, we observed malignant transformation of ESFA [16] [17] [18] . In reviewing the reported cases, the following unifying features were identified: (1) patients age (averagely seventh or eighth decade), (2) male patients, (3) involving the extremities, and (4) concerned clinical manifestation including new growth, ulceration and crusting, and persistent disease despite extensive treatment. Notably, there are no reports of malignancy occurring in the setting of reactive ESFA developing from inflammatory dermatoses. The treatment of ESFA relies on the number, area, location and resectability of the lesions. Solitary ESFA could be completely cured by surgical excision 19 . Additionally, complete excision seems to be the appropriate treatment for ESFA associated with malignant risk in the limited reports available [16] [17] [18] . If skin lesions are difficult to be excised, multiple biopsy is necessary to exclude malignant transformation. Spontaneous regression of reactive ESFA after successful treatment of the underlying inflammatory condition has been described, corroborating the notion that reactive ESFA be regarded as an example of secondary, non-autonomous epidermal hyperplasia 15 . Recently, one case obtained good results for treatment using pusing pulsed dye in incurable ESFA 20 .
In this case we reported an interesting clinical manifestation of reactive ESFA, namely widespread cobblestone-like nodules on both legs. It seems that this unique feature would be given repetitive damage-repair cycles causing dysregulation of epidermal growth and differentiation due to previous exfoliative dermatitis. If complete excision is not possible because of its size, number or anatomic problem, just like in this case, histopathologic examination and close clinical follow-up is recommended.
